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Amcndments to the Claims 

Please amend Claims 15, 71, 98, 109, 118, 123 and 147, Cancel Claims 86-97, 134-146 
and 152-160. The Claim Listing below will replace all prior versions of the claims in the 
application: 

Claim Listing 

Claims 1-14 (Cancelled) 

1 5. (Currently Amended) A compound of Formula III, 



or a physiologically acceptable salt thereof, wherein: 

Rs-ts a - fiubstituted or unsubatimtod olkyU a substituted or unsufotitutod uyh 
subsiuuiid imsubsiiiuicU aialK>l m a*ubalhul e d o r unsu b atilutiU hi - uumralkyl ; 

R r is an unsubstituted ajkyl- an alkvl group substituted with one o r more groups 
selected from fluorb. chloro, bromo. iodo. nitro. hvdroxyl. -NR nR t 1 , -C(Q)R T . . cvano and 
cvcloalkvl; a substituted or unsubstituted arvl: an aralkvl substituted in the aromatic 
portion of th e aralkvl: a heteroaralkvl substituted in the heteroarvl portion of the 
heteroaralkyl; an aralkvl or heteroaralkvl substituted in the al{tvl portion of the aralkvl or 
heteroaralkvl with one or more groups selected from fluQTQ. chloro. hromo, iodo. nitro. 
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hvdroxvl, *>NR 1? R M . -C(Q^R 1 ? , cvano and cvcloalkvl: or an unsubsthuted aralkvl or 
heteroaralkvh 

is a substituted or unsubstituted aryl, a substituted or unsubstituted aralkyl, a 
substituted or unsubstituted heteroaryl or a substituted or unsubstituted heteroarajkyl; 

R l0 is alkyl substituted with NR l3 R l4 a substituted or unsubstituted aryl, a 
substituted or unsubstituted heteroaraikyl, or a substituted or unsubstituted 
heterocycloalkylalkyl; 

R u is a substituted or unsubstituted alkyj, a substituted or unsubstituted aryl, a 
substituted or unsubstituted aralkyl, a substituted or unsubstituted cycloalkylalkyl, a 
substituted or unsubstituted heteroaryl, a substituted or unsubstituted heteroaralkyl, a 
substituted or unsubstituted benzophenone, or a substituted or unsubstituted 
cycloalkylalkyl; 

R i2 is and 

R, 3 and R^ together with the nitrogen to which they are attached are a 
heterocycloalkyl^and 

R I 5 is -H. an alkvL an arvl or an aralkvl . 

16. (Previously Presented) The compound of Claim 15, wherein Ru is substituted or 
unsubstituted phenyl, phenyl -C r C 4 -alkyl, diphenyl-C r C 4 -alkyl 5 linear C,-C l2 *alkyl, 
branched C 1 -C 12 -alkyl, cyclic C 3 -C l5 -alkyl 3 or dicyc!oalkyl-C r C 4 -aikyl. 

17. (Previously Presented) The compound of Claim 16, wherein R 8 is phenyl, phenyl-C^C^- 
alkyl 7 or diphenyl-C r C 4 -alkyl wherein the phenyl group or phenyl groups optionally bear 
one or more substituents independently selected from the group consisting of C x -C^- 
alkoxy, Cj-C,-alkyl and cyano. 
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1 8. (Original) The compound of Claim 17, wherein the phenyl group or phenyl groups bear 
one or more substituents independently selected from the group consisting of methoxy, 
methyl, ethyl and cyano. 

19. (Original) The compound of Claim 15, wherein is selected from the group consisting 
of 2,2-diphenylethyl, 2-(4-ethyiphenyl)ethyl, benzyl, diphenylmethyl, 1,2-diphenylethyl, 
3,3-diphenylpropyl, 3,4,5-trimethoxybenzyl, 2,4,4-trimethylisopentyl, 2-(4- 
raeihoxyphenyOethyl, 2-cyclopentyl-2-phenylethyl, or 2-phenyl-2-pyridylethyl. 

20. (Original) The compound of Claim 15, wherein is substituted or unsubstituted phenyl, 
substituted or unsubsiiruted phenyl-C,-C,-alkyl, diphcnyi-C r C^alkyl, phenylfuranyl or 
heteroaryl-C ;-C^-alkyl . 

21 (Original) The compound of Claim 20, wherein R> is phenyl, phenyl-C,-C 4 -alkyU 
diphenyi-C^C^-alkyl wherein the phenyl group or phenyl groups bear one or more 
substituents independently selected from the group consisting of cyano, C,-C 4 -alkyl-S-, a 
halogen, a halogenated C^C^alkyl, C r C 4 -alkoxy, trifluoromethyl, and substituted and 
unsubstituted phenoxy. 

22. (Original) The compound of Claim 20, wherein ftj is phenyl phenyl-C r C 4 -alkyl, 
diphenyl-C r C r alkyl wheiein the phenyl group or phenyl groups bear one or more 
substituents independently selected from the group consisting of cyano, methyl, methoxy, 
phenoxy, chloro-substituted phenoxy, methoxy-substituted phenoxy and methyl- 
substituted phenoxy, 

23. (Original) The compound of Claim 15, wherein Ry is phenyl, 2-cyanophenyU 3- 
cyanophenyl, 4-cyanophenyl, diphenyimeihyl, pyrazolylmethyl, 2,4-dimeihylphenyl, 2- 
methylphenyl, 3-methylphenyl, 4-methylphenyl, 2-methyl-4-methoxyphenyi, 3-methyl-4- 
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methoxyphenyl, 4-methyIthiophenyl, 3-chlorophenyl, 3-trifluoromethylpbenyl, benzyl, 2- 
trifluoromethylbenzyi, 3-trifluorometbylben2yl, 2-chlorobenzyl, 3~chioroben2yl 7 4- 
chlorobenzyl, 2-methoxybenzyl, 3-methoxybenzyl, 4-meihoxybenzyl, 2-fluorobenzyl, 3- 
fluorobenzyl, 4-fluorobenzyl, 3-azidylphenyl 3 3-(4-methoxyphenoxy)phenyl, or 5- 
phenylfuran-2-yl. 

24. (Previously Presented) The compound of Claim 1 5, wherein R 1U is substituted or 
unsubstituted phenyl, unsubstituted heteroaraalkyl group, unsubstituted 
heterocycloalkylalkyl group, or an alkyl substituted with -NR l3 R lv 

25. (Original) The compound of Claim 24, wherein R (U is 2-(imidazoI-4-yl)ethyl 3 3- 
(frnidazoM-yl)propyl, 3-(imida2oM-yl)propyl 2~(3-methyiinridazoi-4~yl)ethyl ; , 2- 
(morpholin-4-yl)ethyl, 2-(4-pyrazolyl)ethyl, 4-pyrazolylmethyl, 2-N,N- 
dimethylaminoethyl, 3-N,N-dunethylaminopropyl, or 2~(aininocarbonyl)phenyL 

26. (Original) The compound of Claim 15, wherein R u is a linear or branched C^C-alkyl, 
substituted or unsubstituted phenyl, substituted or unsubstituted benzophenonyl, 
pyrazolyl, aminopyrazolyl, substituted or unsubstituted indolyl-C r C<,-alkyi, tbiophenyl, 
quinoxaline, substituted or uns-ubstituted phenyl-C, -Chalky 1, pyridylcarbonylphenyl, 
phenylcarbonyl-C,-C 4 -alkyl, naphthyl, naphthyl-C r C 4 -alkyl ? diphenyl-Q-C^alkyl, C r C 8 - 
cycloalkyl-C^C^-alkyl, C> -Chalky Icarbonyl-C.-C^alkyl, fluorenyl, pryrrolyl, Kl- 
in ethyipyrroly I, or pyridyl. 

27. (Original) The compound of Claim 26 7 wherein R n is a phenyl, phenyl-C r C 4 -alkyl a 
phenylcarbonyl-Q-C^-alkyl, naphxhyl-C r C 4 -alkyl, diphenyl-C r C 4 -alkyl, C 5 -C tf - 
cycloalkyl-C r C 4 -alkyl, tluorenyl or pyridyl substituted with one or more substituents 
independently selected from C r C 4 -alkyl and C r C 4 -alkoxy, 
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28. (Original) The compound of Claim 26, wherein R,; is a benzophenonyl group, wherein 
said ben2ophenonyl group is substituted with a Cj-C^-alkoxy group, a C r C,-alkyI gr°"P 
or a chlorine atom. 

29. (Original) The compound of Claim 15, wherein R„ is benzophenon-2-yl, 4'- 
methoxybenzophenon-2-yl, 4'-chloroben2opherion-2-yl, 2-(furan-2-yl)phenyl, 2- 
(tbiophen-2-yl)phenyl, 2-ben2ylphenyl, 2-pyridylcarbonylphenyl, 2- 
(phenoxymethyl)phenyl, 2-(/-butylcarbonyl)phenyl, 2,2-diphenyletbyl, 1-fluorenyl, 
(naphth-2-yl)methyl, naphth-]-yl, 3-(pbenylcarbonyl)propyl, 4-phenylbutyl, 4~ 
butylphenyl, 2-(4-chlorophenylcarbonyl)phenyU 3-metboxyphenyl, N-roeihylpyrrol-2-yl, 
2,3-dimexhoxyphenyl, 3-butyl-2-pyridyl, 2-naphthylraethyl, 2-cyclohexylethyl, 3- 
methoxypbenyl, M-methyl-2-pyrrolyl, 2-cyclopentylethyl, 3-oxobutyl, 2-benzopyra*yl, 
quinoxalin-2-yl, 3-idolyl, (2-methylindol-3-yl)methyl s 3-(indol-3-yl)propyl, (indol-3- 
yl)methyl, (5-bromoiridol-3-yl)methyl, 3-chlorophenyl, S-aminopyrazol^yl, 2-(indol-3- 
yl)-l -hydroxy ethyl, 3-fluorophenyl, 1 -phenyl- 1 -hydroxy methyl, 2-phenylphenyl, 2- 
phenoxyphenyl, thiophen-2-yl, or isopropyl. 

30. (Previously Presented) A composition comprising an enantiomeric mixture of a 
compound represented by the following structural formula: 
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or a physiologically acceptable salt thereof. 

3L (Previously Presented) A compound which has a positive specific rotation, wherein the 
compound is represented by the following structural formula: 
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or a physiologically acceptable salt Thereof. 

32. (Previously Presented) A compound which has a negative specific rotation, wherein the 
compound is represented by the following structural formula: 
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or a physiologically acceptable sail thereof. 
Claims 33-70 (Cancelled) 

71 . (Currently Amended) A method of treating a TNF-ct mediated condition in a patient, 
wherein the TNP-mediated disease is rheumatoid arthritis, sepsis, inflammatory bowel 
disease, allergic encephalitis or multiple sclerosis, comprising administering to the 
patient a therapeutically effective amount of a compound of formula III, 
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O R l0 (111) 




or a physiologically acceptable sail thereof, wherein: 

R^md-R^ aro each, indopcmdontlyr - H, a substituted or umubimtutLid alkyl. a 
substituted m muubbtiluted ni * y\, Aub^umtiad ui umub*utuMd avalky l m d bubsiitmid or 
mibubsti t ulid hui ro aialkjl, 

R, and R ,, are each independently H: an unsubstituted alkvl: an alkvl grouB 
substituted with one or more groups selected from fluoro. chlo ro. bromo, iodo, nitro^ 
hvdroxvL -NR tl R ir -C(Q)R ^ cvano an d eveloalkvl: a substituted or unsubstituted arvl; 
an aralkvl substituted in the aromatic portion of the aralkvl: a heteroaralkvl substi tuted in 
the heteroarvl portion of the heteroaralkvl: an aral kvl or heteroaralkvl substituted in the 
alkvl portion of the aralkvl or heteroaralkvl with o ne or more {n-oups selected from fluoro., 
chloro. bromo. iodo. nitro. hvdroxvl. -NR ^R.^ -C(Q)R.< . cyano and cycioalkvl; or an 
unsubstituted aralkvl or heteroaralkvl; 

&> is -H, a substituted or unsubstituted aryl, a substituted or unsubstiiuted aralkyK 
a substituted or unsubstituted heteroaryl or a substituted or unsubstituted heteroaralkyl; 

R lw is alkyl substituted with NR ]3 R H , a substituted or unsubstituted aryL a 
substituted or unsubstituted heteroaralkyl, or a substituted or unsubstituted 
heterocycloalkylalkyl; 

R n is a substituted or unsubstituted alkyi, a substituted or unsubstituted aryl, a 
substituted or unsubstituted aralkyl, a substituted or unsubstituted cycloalkylalkyl, a 
substituted or unsubstituted heteroaryl, a substituted or unsubstituted heteroaralkyl, a 
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substituted or unsubstituxed benzophenonyl, or a substituted or unsubstituted 
cycloalkylalkyl; and 

R l3 and R u are independently selected from H, a substituted or unsubstituted 
alkyl, 3 substituted or unsubstituxed cycloalkyl, a substituted or unsubstituted aryl or 
unsubstituted aralkyl or R T3 and R^ together with the nitrogen to which they are attached 
are a heterocycloalkyLjud 

R lf is ~H. an alkvl T an aryl or an aralkyl . 

72. (Original) The method of Claim 71, wherein one of Ra or R l2 is -H and the other is 
substituted or unsubstituted phenyl, phenyl-C,-C 4 -alkyi, diphenyl-C r C 4 -alkyl, linear C r 
C l3 -alkyi, branched C r C l2 -alkyU cyclic C 3 -C l2 -alkyl, or dicycloalkyl-C r C^alkyl. 

73. (Original) The method of Claim 72, wherein one of R^ or R, 2 is -H and the other is 
phenyl, phenyi-C r C 4 -alkyl, or diphenyl-C, -Chalky 1 wherein the phenyl group or phenyl 
groups bear one or more substituents independently selecied from the group consisting of 
C r C 4 -alkoxy, C !-C 4 -alkyl and cyano. 

74. (Original) The method of Claim 73, wherein the phenyl group or phenyl groups bear one 
or more substituents independently selected from the group consisting of methoxy, 
methyl and cyano. 

75. (Original) The method of Claim 7 1 , wherein R« is selected from ihe group consisting of 
2,2-diphenylethyl, 2-(4-cthylphenyl)ethyl, benzyl, diphenylmethyl, l 7 2-diphenylethyl, 3,3- 
dxphenylpropyl, 3,4,5-trimethoxybenzyl, 2,4,4-trimethylisopentyl, 2-(4- 
meihoxyphenyl)ethyl, 2-cyclopentyl-2-phenylethyl 7 or 2-phenyl-2-pyridylethyl. 

76. (Original) The method of Claim 71 wherein R> is substituted or unsubstituted phenyl, 
phenyWVCralkyl, dipheuyl-C r C 4 -alkyl 3 phenylfiiranyl.or heteroaryl-C t -Chalky 1. 
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77. (Original) The method of Claim 76, wherein Kg is phenyl, pheuyl-C r C 4 -alkyl, diphenyl- 
C r C 4 -alkyi wherein The phenyl group or phenyl groups bear one or more subsiiiuems 
independently selected from the group consisting of cyano, C r <Valkyl-S-, a halogen C r 
C r alkyl, C r C 4 -alkoxy, trifluoromethyl, and substituted and unsubstituted phenoxy. 

78. (Original) The method of Claim 76, wherein Rq is phenyl, phenyl-C r C 4 -alkyl, diphenyi- 
C r C 4 -alkyl wherein the phenyl group or phenyl groups bear one or more substituents 
independently selected from the group consisting of cyano, methyl, methoxy, phenoxy, 
chloro-substituted phenoxy, methoxy-substituted phenoxy and methyl-substituted 
phenoxy. 

79. (Previously Presented) The method of Claim 7 1 , wherein % is phenyl, 2-cyanophenyl, 3- 
cyanophenyl, 4-cyanophenyl, diphenylmethyl, pyra2olylmethyl, 2,4-dimeihylphenyi, 2- 
meihylphenyi, 3-methylphenyl, 4-methyiphenyl, 2-methyl-4-methoxyphenyi, 3-methyl-4- 
methoxyphenyl, 4-methylihiophenyl, 3-chlorophenyi, 3-trifluoromethylphenyI, benzyl, 2- 
irifluoromethylben2yl, 3-trifluororaeihylbenzyl, 2-chlorobenzyl, 3-chlorobenzyl, 4- 
chlorobenzy t, 2-raethoxybenzyl, 3-methoxybenzyl, 4-methoxybenzyi, 2-fiuoroben2yl, 3- 
fluorobenzyl, 4-fluorobeuzyl, 3-azidyiphenyi, 3-(4-methoxyphenoxy)phenyl s or 5- 
phenylfuran-2-yl. 

80. (Previously Presented) The method of Claim 71, wherein R lD is substituted or 
unsubsiituted phenyl, unsubstituted heteroaraalkyl group, unsubsxiruted 
heterocycloalkylalkyl group, or an alkyl substituted with -NR 13 R 14 . 

81 . (Original) The method of Claim 80, wherein R l0 is 2-(imidazol-4-yl)eihyl, 3-(imidazol-4- 
yDpropyl, 3-(imidazol-l-yl)propyl 2-(3-methylimidazol-4^yl)eihyl 2-(morpholin-4- 
yl)eibyi, 2-(4-pyrazolyl)ethyl, 4-pyra2olylmethyl, 2-N,N-dimethylaminoethyl, 3-N,N- 
dimethyiaminopropyl, and 2-(aminocarbonyl)phenyl. 
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82. (Original) The method of Claim 71 , wherein R„ is a linear or branched C,-C 4 -alkyl, 
substituted or unsubstituted phenyl, substituted or unsubstituted benzophenonyl, 
pyrazoly], arainopyrazolyl, substituted or unsubstituted indolyl-C,-C 4 -alkyl, thiophenyl, 
quinoxaline, substituted or unsubstituted phenyl-C,-C 4 -alkyl, pyridylcarbonylphenyl, 
phenylcarbonyl-C,-C 4 -alkyi, naphthyl, naphthyl-C,-C 4 -alkyi s diphenyl-C ( -C,-alkyl, C s -C 8 - 
cycloalkyl-d-C^alkyi, C,-C 4 -alkylcarbonyl-C,-C 4 -alkyl, fluorenyl. pryrrolyl, N- 
methylpyrrolyl, orpyridyi. 

83. (Original) The method of Claim 82, wherein R„ is a phenyl, phenyl-C,-C 4 -alkyl, 
phenyicarbonyl-CrC^-alkyl, naphthyi-C.-C-alkyl. diphenyl-C,-C 4 -a)kyl, C s -C 8 - 
cycloaUcyl-C,-C 4 -»lkyl, fluorenyl or pyridyl substituted with one or more substiruents 
independently selected from C,-C 4 -alkyl and C r C 4 -alkoxy. 

84. (Original) The method of Claim 82, wherein R,, is a benzophenonyl group, wherein said 
benzophenonyl group is substituted with a C r C 4 -aikoxy group, a C r C 4 -alkyl group or a 
chlorine atom. 

85. (Original) The method of Claim 71, wherein R n is benzophenon-2-yl, 4*- 
methoxyben2ophenon-2-yl, 4'-chlorobenzopbenon-2-yl, 2-(furan-2-yl)phenyl, 2- 
(ihiophen-2-yDphenyl, 2-benzylphenyl, 2-pyridylcarbonylphenyl, 2- 
(phenoxyraethyl)phenyi. 2-(/-butylcarbohyl)pbenyl, 2,2-diphenylethyl, 1 -fluorenyl, 
(naphth-2-yl)methyl, naphth-l-yl, 3-(phenylcarbonyl)propyl, 4-phenylbutyl, 4- 
butylphenyl, 2-(4-chlorophenylcarbonyl)phenyl, 3-methoxyphenyl, N-methylpyrrol-2-yl, 
2,3-dimethoxyphenyl, 3-butyl-2-pyridyl, 2-naphthylmethyl, 2-cyclohexylethyl, 3- 
methoxyphenyl,N-methyl-2-pyrrolyl f 2-cyclopentylethyl, 3-oxobuiyL 2-benzopyrazyL 
quinoxaiin-2-yl, 3-idolyl, (2-roeihylindol-3-yl)methyl, 3-(indol-3-yl)propyl, (indol-3- 
yl)methyl, (5-bromoindol-3-yI)methyl, 3-chIorophenyl, 3-aminopyrazol-4-yl, 2-(indol-3- 
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yl)-l-hydroxyethyl, 3-fluorophenyi, 1 -phenyl- 1 -hydroxymethy 1, 2-phenylphenyl, 2- 
phenoxyphenyl, thiophen-2-yl, or isopropyl. 

86-97. (Cancelled) 

98. (Currently Amended) A method of treating a TNF-a mediated condition in a patient, 
wherein The TNF-mediated disease is rheumatoid arthritis, sepsis, inflam matory bowel 
disease, allergic encephalitis or multiple sclerosis, comprising the step of administering to 
the patient a therapeutically effective amount of a compound represented by the following 
structural formula: 




or a physiologically acceptable salt thereof 
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99, (Original) The method of Claim 98, therein the compound has a positive specific 
rotation. 

100. (Original) The method of Claim 98, wherein the compound has a negative specific 
rotation. 

101-108. (Cancelled) 

1 09. (Withdrawn - Currently Amended) A compound according to Formula III: 



or a physiologically acceptable salt thereof, wherein; 

ft y is a subsiituifld or un s ubstituted alkyl, a substituted or unsubstituted aryl, a 
bub^utuica ui uiihubuhuUid divdkyl oi substitut e d oi umubsliiulid hitcxuaialkyl; 

R g is an unsubstituted alkvl: an alkvl group substituted with one or more groups 
selected from fluoro. chloro. hromo. iodo. nitro . hvdroxvl. -NR^.. -C(Q)R,,-, cvano and 
cvcloalkvl; a substituted or unsubstituted arvl: an aralkvl substituted in the aromatic 



R$ is a substituted or unsubstituted aryl, a substituted or unsubstituted aralkyl, a 
substituted or unsubstituted heteroaryl or a substituted or unsubstituted heteroaralkyl; 

R )0 is an alkyl substituted with NR U R J4 or a substituted or unsubstituted 
heteroaralkyl; 




portion of the aralkvl: a heteroaralkyl substituted in the heteroaryl portion of the 
hetfrroaTalkvl: or an un substituted aralkvl or heteroaralkyl; 
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R n is a substituted or unsubstituted alkyl, substituted or unsubstiruted aryl, a 
substituted or unsubstituted araikyl, a substituted or unsubstituted cycloalkylalkyl, a 
substituted or unsubstituted benzophenone or a substituted or unsubstituted cycloalkyl; 

R |2 is H; am* 

R l3 and R w together with the nitrogen to which they are attached are a 
heterocycloaikyLand 

R l 7 is -H. an alkvL a n arvl or an aralkvl. 

1 10. (Withdrawn) A compound according to Claim 1 09 wherein R l0 is an unsubstituted 
heteroaraikyL 

111. (Withdrawn) A compound according to Claim 1 10 wherein said heieroaraalkyl is 
alkyl pyridyl, C IH> alkyl pyrimidyl, C^ alkyl quinolyl, C,. 6 alkyl isoquinolyl, C w alky] 
pyrrolyl, C,* alkyl quinoxalyl, alkyl imidazolyl, alkyl oxazolyl, C^ alkyl 
isoxazolyl, alkyl pyrrolyl, alkyl thienyl, C Ub alkyl furanyl, C^ alkyl pyrazolyl, 
C w alkyl thiadiazoiyl, C^ alkyl oxadiazolyl, C^ alkyl indazolyl, alkyl thiazolyl, C,^ 
alkyl isoihiazolyl, C J-6 alkyl tetrazolyl, C^ alkyl benzo (b) thienyl, C^ alkyl 
benzimidazolyl, C w alkyl benzoxaaolyl, C,* alkyl benzothiazolyi, C^ alkyl 
benzoxhiadiazolyl, C 1-b alkyl benzoxadiazolyl, C lHt> alkyl indolyl, C^ alkyl 
terrahydroindolyU C x _ 6 alkyl azaindolyl, C t . 0 alkyl indazolyl, C,* alkyl quinolinyl, C w 
alkyl imidazopyridyl, C^ alkyl puryl, C^ alkyl pyrTolo[2 5 3-d]pyrimidyl 7 alkyl 
pyrazolo[3 ,4-dJpyrirnidyl . 

1 12. (Withdrawn) A compound according to Claim 1 1 1 wherein R9 is unsubstituted or 
substituted aryl. 

1 13, (Withdrawn) A compound according 10 Claim 112 wherein R* is substituted or 
unsubstituted phenyl. 
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1 14. (Withdrawn) A compound according to Claim 1 10 wherein R n is an unsubstituted or 
substituted benzophenonyl, pyrazolyl, arainopyiazolyl, substituted or unsubstituted 
indolyl-Cj-CValkyU thiophenyl, quinoxaline, substituted or unsubstituted phenyl-C r C 4 - 
alkyl, pyridylcarbonylphenyl, phenylcarbonyi~Cj-C 4 -alkyU naphthyl, naphthyl-C,-C 4 - 
alkyl, diphenyl-C r C 4 -alkyl, C r C s -cycloalkyl-C r C,-alkyl, C r C 4 -alkyicarbonyl-C r C 4 - 
alkyl 7 fluorenyU pryrrolyl, N-methyipyirolyl or pyridyl. 

115. (Withdrawn) A compound according to Claim 114 wherein R^ t is unsubstituted or 
substituted ben2ophenonyl. 

1 1 6. (Withdrawn) A compound according to Claim 1 09 wherein R* is phenyl, phenyl-C r C^ 
alkyl, or diphenyl-C r C 4 -alkyl wherein the phenyl group or phenyl groups optionally bear 
one or more substituents independently selected from the group consisting of C r C q - 
alkoxy, C r C,-alkyl and cyano. 

1 1 7. (Withdrawn) The compound of Claim 1 1 6, wherein R„ is selected from the group 
consisting of 2,2-diphenylethyl, 2-(4-ethylphenyl)ethyl, benzyl, diphenylraethyl, 1,2- 
diphenylethyl, 3,3-diphenylpropyl, 3,4,5-trimethoxybenzyl, 2,4,4-tnmethylisopentyl, 2- 
(4-methoxyphenyl)ethyU 2-cyclopentyl-2-phenylethyL or 2-phenyl-2-pyridylethyl. 

118. (Withdrawn-Currentiy Amended) A compound according to formula: 




(III) 
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ot a physiologically acceptable sail thereof, wherein; 

R g is II, a Qutoliiutcd or unaubfltitutcd ollcyl, a substituted or unrmbstituted nryl, a 
subsiiiuiid oi uusubbtiiuicdmaalkyl in substituted in misabsumtcd lieteiuaralkyl; 

R u is qn unsubstituted alkvl; an alkvl croup s ubstituted with one or more gro_UP_£ 
^elected from fluoro^ chloro. bromo, iodo. nitro. hvdroxvL -NR .?R, „» -CfO)R iq n cvarw m4 
eycloa)kvl: a substituted or unsubstituted arvl: an aralkvl su bstituted in the aromatic 
portion of the aralkvh a heteroaralkvl substituted in the heteroarvl portion of the 
heteroaralkvl: or an unsubstituted aralkvl or heteroaralkvh 
is a substituted or unsubstituted phenyl; 
Rjo is a alkyl imidazolyl; 

R n isa substituted or unsubstituted alkyl, substituted or unsubstituted aryl, a 
substituted or unsubstituted aralkyl, a substituted or unsubstituted benzophenone or a 
substituted or unsubstituted cycloalkyl; and 

R, 3 is H, 

R r and R } 1 together with the nitrog en to which thev are attached are,3 
heterocvcloalkvL and 

R l5 is -H. an alkvl, an arvl or an aralkvl . 

119, (Withdrawn) A compound according to Claim 1 1 8 wherein R» is phenyl, pheny 1-C ,-C 4 ~ 
alkyl, or diphenyl-C r C 4 -alkyl wherein the phenyl group or phenyl groups bear one or 
more substituents independently selected from the group consisting of Cj-C^alkoxy, C,- 
C 4 -alkyl and cyano, 

120, (Withdrawn) The compound of Claim 1 1 9, wherein R^ is selected from the group 
consisting of 2,2-diphenylethyl, 2-(4-ethylphenyl)ethyl, benzyl, diphenylmethyl, 1,2- 
diphenylethyU 3,3-diphenylpropyl, 3,4,5-trimethoxybeuzyl, 2,4,4-trimethylisopentyl, 2- 
(4-methoxyphenyl)ethyl, 2-cyclopentyl-2-phenylethyl, or 2-phenyl-2-pyridylethyL 
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(Withdrawn) A compound according to Claim 1 1 8 wherein R H is an unsubstituted or 
substituted benzopbenonyl, pyrazolyl, aminopyrazolyl, substituted or unsubstituted 
indolyl-C,-C 4 -alkyl, thiophenyl, quinoxaline, substituted or unsubstituted phenyi-C r C<- 
alkyL pyridylcarbonylphenyl, phenylcarbonyl-C r C«-alkyU naphthyl, naphthyl-C r C«- 
alkyl, diphenyl-C r C 4 -alkyl, C 5 -C 8 <ycloalkyl-C r C 4 -alkyl, C r C 4 -alkyicarbonyl-C r C 4 - 
alkyl, fluorenyl, prynoiyi, N-methylpyrrolyl, or pyridyl. 

(Withdrawn) A compound according to Claim 121 wherein R l( is substituted or 
unsubstituted beiuophenonyk 

(Withdrawn-Currently Amended) A method of treating a TNF-a mediated condition in a 
patien t, wherein the TNF-mediated disease is rheumatoid arthritis, sepsis, inflammatory 
bowel disease, allergic encephalitis or multiple scleroses, comprising administering to a 
patient a Therapeutically effective amount of: 



or a physiologically acceptable salt thereof, wherein 

^■gftd-R ^ - m^cach indepoudontly 11, a substituted or unQubstitutcd alkyl, Q 
substituted ux unsubsliuxt e d axjl, a substituted oi uusub& t itutrd aralkyl ui iubalilutid -pr 
rau>ub*Uluicd liutm<uolkyl; 

R . and R r are each independently H: an u nsabsiituted alkvl: an alkyl group 
substituted with one or more groups selected from fluoro. ch loro., hromo. iodo. nitro, 
hvdroxvL -NR 1? Ri.- -CfO>R ^_ cvano and cvcloalkvl; a substituted or unsubst itute d aryl: 
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an aralkvl substituted in the aromatic portion of the aralkvl: a heteroaralkvl substituted in 
t fre heteroarvl portion of the heteroaralkvl: or an unsubstituted aralkvl or heteroaralkvl: 

Rv is H, a substituted or unsubstituted aryl 7 a substituted or unsubstituted aralkyl, a 
substituted or unsubstituted heteroaryl or a substituted or unsubstituted heteroaralkyl; 

R 10 is an alkyl substituted with NR l3 R K , or a substituted or unsubstituted 
heteroaralkyl; 

R u is a substituted or unsubstituted alkyl, substituted or unsubstituted aryi, a 
substituted or unsubstituted aralkyl, a substituted or unsubstituted cycloalkylalkyl, a 
substituted or unsubstituted benzophenone or a substituted or unsubstituted cycloalkyl; 
and 

R I3 and R H are each, independently, -H, a substituted or unsubsrimted alkyl, a 
substituted or unsubstituted cycloalkyl, a substituted or unsubstituted aryl, or a substituted 
or unsubstituted aralkyl ; or 

R l3 and R J4 together with the nitrogen to which they are attached are a 

heterocycloalkyl^jn^ 

R, j is an alkvl. an ar y\ or an aralkvl 

124 (Withdrawn) The method according to Claim 123 wherein R l0 is an unsubstituted 
heteroaralkyl. 

125. (Withdrawn) The method according to Claim 124 wherein R |2 is hydrogen. 

126. (Withdrawn) The method according to Claim 125 wherein said heteroaraalkyl is C w alkyl 
pyridyi, C^ alkyl pyriraidyl, C w alkyl quinolyl. C w alkyl isoquinolyl, C,. 6 alkyl pyrroiyl, 
C^ alkyl quinoxalyl, C x _* alkyl imidazolyl, alkyl oxazoiyl, C l<6 alkyl isoxazolyl, 
alkyl pyrazolyl, C,^ alkyl ihieuyl, C^ alkyl furanyl, C t . b alkyl pyrazolyl, alkyl 
thiadiazolyl, C |H& alkyl oxadiazolyl, C^ alkyl indazolyl, C x + alkyl thiazolyt, C^ alkyl 
isothiazolyl, alkyl tetrazolyl, C 1h5 alkyl benzo (b) thienyl, C^ alkyl bettfimidazolyl, 
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C M alkyl benzoxazolyi, C l-6 alkyl benzothiazolyl, alkyl benzothiadiazolyl, alkyl 
benzoxadiazolyl, alkyl indolyl, C,^ alkyl tetrahydroindolyl, C iw6 alkyl azaindolyl, C^ 
alkyl indazolyl, C,^ alkyl quinolinyl C,^ alkyl imidazopyridy| ? alkyl puryi, C } + alkyl 
pyrrolo[2,3-d}pyrimidyl, or alkyl pyrazolo[3 7 4-d]pyrimidyl. 

127. (Withdrawn) The method according to Claim 126 wherein is unsubstituted or 
substituted aryl. 

128. (Withdrawn) The method according to Claim 127 wherein is substituted or 
unsubstituted phenyl. 

129. (Withdrawn) The method according to Claim 123 wherein R u is an unsubstituted or 
substituted benzophenonyl, pyrazolyl, arninopyrazolyl, substituted or unsubstituted 
indolyl-C ( -C 4 -alkyl, thiophenyl, quinoxaline, substituted or unsubstituted phenyl-C^C,- 
alkyl, pyridylcarbonylphenyl, phenylcarbonyl-C r C 4 -alkyl s naphtbyl, naphthyl-C^C^ 
alkyl. diphenyl-C r C 4 -alkyl, C 5 -C K -cycloalkyl-C r C 4 -alkyl, C,-C,-alkylcarbonyl-C r C 4 - 
alkyl, fluoienyl, pryrrolyU N-methylpyrrolyl, or pyridyU 

130. (Withdrawn) The method according to Claim 129 wherein R,, is unsubstituted or 
substituted benzophenonyl. 

J31 . (Withdrawn) The method according to Claim 123 wherein R s is phenyl, phenyl-C r C 4 - 
alkyl, ov diphenyl-C r C 4 -alkyl wherein the phenyl group or phenyl groups optionally bear 
one or more subsiituents independently selected from the group consisting of C r C+- 
alkoxy, C r C 4 -alkyl and cyano. 
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132. (Withdrawn) The method of Claim 131, wherein the phenyl group or phenyl groups 
optionally bear one or more subsiituents independently selected from the group consisting 
of methoxy, methyl, ethyl and cyano, 

1 33 . (Withdrawn) The method of Claim 131, wherein R 3 is selected from the group consisting 
of 2 7 2-diphenyiethyl, 2-(4-ethylpbenyl)ethyl, benzyl, diphenylmethyl, 1,2-diphenylethyl, 
3,3-diphenyIpropyl, 3 ,4,5-mmethoxybenzyl, 2,4,4-trimethylisopentyl, 2-(4- 
methoxyphenyl)ethyl, 2-cyclopentyl-2-phenylethyl, or 2-phenyU2-pyridylethyl- 

134-146. (Cancelled) 

147. ( W iihdrawn-Curremly Amended) A method of treating a TNF-a mediated condition in a 
patien t, wherein the TNF-mediaied disease is rheumatoid arthr itis, sensis, inflammatory 
bowel disease, allergic e nce phalitis or multiple sclerosis , comprising administering to a 
patient a therapeutically effective amount of formula: 



or a physiologically acceptable sail thereof, wherein; 

is 11 3 a substituted or imsubstituicd alkyl, a aubfltiiutcd or unsubaiiimed ur>l, a 
*>ubsuiuttU ui uiuubatituiid a r oolkyl oi 3>ubbUiutcd oi uumb*limfcd hcu r u aialkjU 

R ft and R 1: are each independently H: an unsubstjtuted alky i: an alkvl group 
substituted with one or more_groups selectee} from fluoro, ch loro. bromo. iodo. nirro, 
hvdroxvL -NR r R n . ~C(ChR ni cvano and cvcloalkvk a substi tuted or unsubstituted arvl; 
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an aralkvl substituted in the aromatic portion of foe aralkvh a hetefoaralkvl substituted in 
the heteroarvl portion of the heteroaralkvl: or an unsubstituted aralkvl or heteroaralkvl; 

R> is a substituted or unsubstituted phenyl 

R ll} is a Cj-C 6 alkyl imida2oiyl; 

R, t is a substituted or unsubstituted alky!, substituted or unsubstituted aryl, a 
substituted or unsubstituted aralkyi, a substituted or unsubstituted benzophenone or a 
substituted or unsubstituted cycloalkyl; and 

R, 2 is hydrogenian^ 

R, 3 and R n are independently selected from H. a suhsrituie d or unsubstituted 
alkvl. a substituted or ansubsTituted cvcloalkvl. a substituted or unsu bstituted aryl or 
unsubstiTuted aralkvl or R 1? and R M together with the nitr ogen to which they are arrached 
are a heterocvcIoalkvL « 

148. (Withdrawn) The method according to Claim 147 wherein R* is hydrogen and the other is 
phenyl, pheuyi-C r Chalky 1, or diphenyl-C r Chalky 1 wherein the phenyl group or phenyl 
groups bear one or more substituents independently selected from the group consisting of 
C r C-alkoxy, C,-C 4 -alkyI and cyano. 

149. (Withdrawn) The meihod according Claim 148, wherein R* is selected from the group 
consisting of 2,2-diphenylethyl, 2-(4-ethylphenyl)ethyi, ben2yl, diphenylmethyl, 
diphenylethyl, 3,3-diphenylpropyI, 3,4,5-trimeihoxybenzyl, 2,4,4-trimethylisopentyl, 2~ 
(4-methoxyphenyi)ethyl, 2-cyciopentyl-2-phenylethyI, or 2-phenyl-2-pyndyleihyL 

150. (Withdrawn) The method according to Claim 1 47 wherein R,, is an unsubstituted or 
substituted ben2ophenonyl pyrazolyl, aminopyra2olyl s substituted or unsubstituted 
indoiy]-C r C^alkyl, thiophenyl, quinoxaline, substituted or unsubstituted phenyl-C r C^ 
alkyl, pyridylcarbonylphenyU phenylcarbonyl-C r C,-alkyi, naphthyl, naphthyl-C,- c <f 
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alkyl, diphenyl-C r C«-alkyl> C r C 8 <ycloa&7l-C r C 4 -alkyl, C r C 4 ^lkylcarbonyl~C r C 4 - 
alkyl, fluorenyl, pryrrolyi, N-methylpynnolyl, or pyridyl 

151 . (Withdrawn) The method according to Claim 150 wherein R n is substituted or 
unsubstituted benzopbenonyh 

152-160 (Cancelled) 
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